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Description L _ u-^hw intent bronchocon- 

ltd a R M - cys-Gly 
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. orouo of eioosanoids formed from arachWonicadd 'jJJJJJ^^.SS^ pep- 
As summarized byLeft,A-M.. lp^^^ promoting leakage of flu.d ^J^rf^, ^ recruit- 

poteribronchoconstrictors^i ^j^^^ |iis\a^n^See Drazen. J.M. et ^^SSS^ys 
^invention can be usefui.n the _« cflbrosis chronic bronchitis, and bron- 

symptoms. fSee CretePA. e ^^^5555 antagonists. ,._ koWen e antagonist* an animal 
allergic rhinitis is another ares o selectivity of ••"^JJJTKsnappeft J.R. etal., 
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distress syndrome, pulmonary edema, and ^^^..^ ln a ^ty of non-pulmonary diseases in the 
diS ^ e nes h avea^ 
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(198 Si andLTD 4 have»^ 

.educe manf^tetons cf««» * ^ Ischemia or shc^eeLJer^ j^mint 
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l„w a t m ««<>l»<»'»W« e0,c '' c ' 1 " 9 .Ulcers D»W««(9»»* KS - 

Other areas in wh.ch teu ^l^ om [$ e e Clayton. J^ et ^'?^«S^— 
mediator include prevention - JfJ™^ G^ 3 " PP ' * ^tSSSbSS^*^ 
Dec. 1984] ; treatment of "fj^^^i*. 1986)1 ; and (1982). 

T^XofSurse^US. 54-61 (law; d LTE* w other phamacdogicauy aw instent 

- ore kev factor. 



rienes are a key factor. 

t relates to 



This invention i 

(0)«jS^ 



40 



wherein 

qis0,1.or2; 

MstLMCH^b-CT).^ 
a is 0 or 1 ; 



a is v w> ■ » 

bis3to14; and Tare not sulfur and q is 1 or 

YisCORaW 
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wherein • 
R 3 is OH, NH2, aiyioxy. or alkoxy . 

n is 0 or 1 ; 
pis 0,1 or 2; 

XisH.OH f C^aikyi.Ciualkoxy. 
or F, and 

ZisCOR^ortetrazolyl; 



so 



55 



R iS -<C) d "W 



R 6 



. Rfia „ dR6a reeac h ,de P en d en fly M rog en.C 1 .^ata„ y po i n t w h e„ di sno t O; 
^tedwithB.C.orD.orWfeoneof 



or 



u 



h 

B is -(C) p -V 
R, 



u, n «rC atM ■ P fe 0 to 6 ; V is H. alkyl. COR„ SO*. 

5============= 
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compound of Formula (I). 
DETAILED DESCRIPTION HP THE INVENTION 
This Invention relates to comp 
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wherein 

qisO, 1, or2; 
Rt IsW^CH^b^o-M 
a is 0 or 1 ; 
bis3to14; 
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bis3toi4; 

or Ri and A are Hand T and M are as defined above ; 

R 2 is (LMCHJ „-(T)c-M wherein a, b, c U T, and M are a 

Y is COR s or 

(Oi) n <CH 2 ) p -2 



wherein 

r 3 is OH, NH 2 . aryioxy. or C^ alkoxy ; 
n is 0 or 1 ; 
40 p is 0, 1 or 2 ; 

X is H, OH, alty, C^ alkoxy, 
or F ; and 

Zis COR 3 ortetrazo!yl; 

45 ?5 

R is "(C> d -W 



R 6 
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"uJL^ hu m e or more of B, C. or D, or W Is one of 
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B is -(C>p-V 



represented by structural formula (II) 
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Re 3nQ fNft Oil w wm«' ■ • 



ao° ve ■ j ^„ started from H, on, r, v/i. * 




(II) 



(O) S-(CH 2 ) d 
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CH(CH 2 ) p 2 



(III) 



structural formula (IHA) 



. ^^^P^esubgenertcdass 
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S-(CH 2 ) d — <( <5 (HI A) 



10 wherein 

XisOH,H,orOCH3, 

d is 0 or 1 ; and 
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^STaI Sc are as defined above- ^following compounds : 

A second subgeneric class ot 




(O) q S- (CH 2 )d NJU/^ B 



(CH-kCOOH 

35 I II ZT (IV) 
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(V) 



|nR Rif A, B. ft D, Q, and d are ^2^fo»owing compounds, 
wherein Kit . • _ aa are exempw»a oy « . . 



20 



25 




(VI) 



* d fined above for formula 0)- 

Rii R, A. B. V. ^ ^JJi ■* rJSSS^ acid ; 



(0) q s-(c) d 

l R 6 T 
^Sj^^V^Y (VII) 



A 
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acceptaWe bases include org- g 
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of the following stwctural formula (Vlll) 



*o 
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(VIII) 
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°* Alternatively, the compound V**** <* *■ foUowin9 
alkoxy, orfluoro are prepared from a propenoai 



C0 2 R 10 
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CK(CHj) p COOH 
OH 

(CH 2 ),C0 2 », 

precursor of the following structural form 
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(XIII) 
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a ^formula (Xllft is reacted with a mixture of zinc iodide 

wherein R ,andR 2 aredesc^ 

"T^? ISSSn* CV«0 are Known or readily prepared utog the genera, procedures des- 
The aldehydes of the formula ivm; 

with the Responding a.kylatUj ^ of fte fonnula (l) wherein Ri is a I^SJkXtS 

The aldehyde precursors to the compounos a m , deh de with the apptopnate 

10 to 12 carbon atoms are prepared *«^2*J£X Synthesis., 627. (1980)]. The catalytic M- 
^e2ce of cuprous iodide ^<PW£*£ *• aldehyde precursors 

s^rofte«^ 

ThealkWconteininga^^ 
tionSeappropriateiysubsfitutod^ 

The Dhenylthioalkyl containing alden V d ® ^^„, flldenvd ewith a thiophenol and tnethylamine. 

above* yfeU eon*** MM and . W» *•«*•« * - &amp ' eS 

ch.ralrty ™ mp ™^„™* to y^d the desired compound. 
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s .(C) d -loR l2 

k 6 o < XIV > 

CH(CH 2 )£COR l3 



wherein 



12 



• 



EP 0 296 732 B1 



10 



15 



d is 2 " a 

X is OH ; _ nmuo is H and the other is H or ;Cm »^ c aikyl. 

oneofReor^adjaoemxo^-^--. ©andR«andR«a«m^^— 

R „ R* A. and p are as deflned^o™ U ^oxide, sodium g™^, ^ 

Suitable strong bases include ^ose sucha ln an a probc soNentsuch as y ^ 

.Ssopropyi amide or J^SSSiS at ambient temperature and pressure. The 



SB 



R2n ^X^ <p(ai2)pC ° 2Ri3 <xv) 
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25 



wher fi » n , «> oc defined in Formula (XIV). ar _ontor to yield a compound of 

R, R, ^ X. an a!kylating agent or ^^^iwe. Benzyl haiides 

The thiol of Formula (XV) £ ^ , M halides such as alkyl b TT * r .""!L m an aprotic solvent 
F^W-Sute^^^sT^ 0). -oergo nuc- 

are especially ^ e J° ^^ssure.Tuttable Michael acceptors , ^™ orcyanofl K,ups conjugated 

with a double or triple bond, caroony 



are 

30 * l3v -_ ^/ C ° 2 * lS or HC*C-C0 2 R 17 



35 




selected from H.aryl. or C« alley.. ^ nte measured by me ability of the corn- 

„ pounds to inhibit the leukotriene siduced co . ralstfDS of approximate dimensions 2 to 

oTologywasernployed: *>W*^^^^&**^*«"? 

j^vitro: Guinea M a , en gth were bathed in ^cted via sfk suture to force dis- 

3 mm^sV«ectJonal width and 3.5 m u >a fesues were connected v»a s for 

baTandcan^s^^ 
45 placememtransducareforrecordng 

W.nuteswtthmedofem^ of the 

an additional 30 ^"f^^tas generated by succ^ive Inc^^^ standardized as a per- 

M o^geSthamaxfrnumresponseo^n^^^^ 
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EC 30 (presence of test compound) . dose ratio - X 
l ' ic 3 o (presence of vebxcle uuuuoii 
2 KB - concentration of test compound/ (X-l) 

Aog Ke va.ues *l a^ge data. 

log Kb values given here represent m 

Table I 

* ~ (Ill) wherein V A, C and D are 

hydrogen* 9 is °' P 

8-phenyloctyl lxx vitro 
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d 


B 


1) 


0 


2-C0 2 H 


2) 


l 


2-C0 2 n 


3) 


l 


3-C0 2 H 


4) 


0 


3-C0 2 H 


5) 


0 


4-C0 2 H 


6) 


1 


2-OCH3/ 




4-C0 2 H 


7) 


1 


4-C0 2 H 


8) 


1 


2-F, 






4-C0 2 H 


9) 


0 


4-C0 2 H 


10) 


0 


4-OH 


11) 


1 


4-C0 2 H 



12) 
13) 



4- C0 2 H 
2-OCH3 
2-OCH3 

5- C0 2 H 



X 

OH 
OH 
OH 
OH 
OH 
OH 

OH 

OH 
OCH3 
OH 
OCH3 



OH 



-Log .Sb 



5.S 
6.2 
6.6 
7.0 
7.6 
7.9 

7.1 

7.8 
7.6 
5.9 
7.4 

7.5 

6.5 
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. ^lution 0 f suspension, examples of 

appropriate pharmaceutca) earners «m ^ ^ peanut oB. ^0^,^ n 

~«*2J~jS?S3il systems, .actose. ^J^XT^VaddWon to the phar- 
mwures thereof ^ | ^ k l )Wnuoro ethane and compressed carbon Orawoe. ^Bzers. anb- 

diohlorodifluoromethane chlo^or ^ ma y imdude ^"^SwK. P">* ded that the 

roaceutical carrier or dB **^ l^^S* agents, viscosity ^^J^^^composBons. 
oxidants. Prese^bves lubr^te ^ JJ^ on me m erapeut« actt* ^f^Xon the 
additional ingred.er.ts do "^f" a ° pharmaceutical earner or diluent will, of ecu 

The nature the "^^.^wlinBy. topically or by '"h^n. ^ 
Intended ro.ite of adm.msbW ^ 

,„ general. P^^^^ toe compositions wffl comprise a ^^J^eSrnpositions will 

sasKSSsSSSsass a—— 

above.takingintocons.derat.onsuchfacto raceDtoran tagonist. inhibit antt- 

H^ptor antagonists. a8 describ ed hereinabove, of the P^^^^^eufcally accept- 

able salt toereof. and ""^TrJined dosage of a compound ^^""^^"^n^^ofadmlnl- 
strafon described above for the isingle acuveing ^ anri their incorporation 

claims appended hereto. 
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Pj ep*ratior i of^^ 

(a) ^Phen yl^benz aldglaji {5 ml) was reduced with 



25 



30 



mmd)lAl Meyers etal..J^^ 

Ereacaon mixture ^^7^^ (20 mO was ^.^^tL mp 76.^78'C). 

* the vdataes «J"^J2EE$« mmoi) in me^and ^^"^te^uTnched with 5 percent 
Toanicecoldsolubondtteio™^ 

ride (9^0 rnmol). The reacton '^"^^ extec ted with diethyl ^f^^ation d filtrate 
Siumhydrexlde(50rnl)^ 

v^shed with brine(50 mO and ? ri « d unde r 
aloWanoilwhichwasd^ 

chrematographyoversllcagelwrthzpe 



enzaldeh 



40 



50 



S5 



(b) Wtemativep^ " was to 0«C and p- 

^^^^^^ 

toiuenesuifonyl chloride JJ^^L. The ether «^J^££liafi P^uenesul- 
poured into ice-water ^^"^ dried and ™<*"^£^£ gn» **xjn^ # ^ rf 
acid, water and brine ^^^Ee (97 mrnoO i» tetrehydrofcra J^l £ane) was added dropwlse. 
fbnate. A solution of P* e ?£ 3 ^^ 
tfphenylmethanewascoo^ 

Theresullingsolutionwa^^^ 

16 
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nmr (CDCl^CO) 9-70 ppm (broad s. an,, ^ 1 from the 



20 



30 



>ionic acid 




40 



, \ Met hvt ^^toms!^^ , ^ containing 2% 

rtdhvSrtne and stirred under «™ dissolved In ^ 

mniTan^ 



45 (b) 



60 



55 



inmoles)anarne l ny.«.."~x" -rne solvent was stnppeaanuu^.™- 2 ^ jariJome thoxyetnyiinBr^' ^ 

CaSi P 5es n .red product M hydR«BS**tf4 

(MErylhrc-Sjg^arbos^^ , orf in methanol (10 mi) and stirred 

(bJEDffi ,„ wrt ,320 mg. 0.66 n«nd) was disced add ^, dropwise. 

The desired product of 2 W^rf^l^^^S^fclSlH-*^ 
underargon atice bath W"^^^^ temperature for 2.5 *^ idue diluted with water 



• 



EP 0 296 732 B1 




10 



15 



20 



25 



^^Ten^re^ 

After cooling, the mixture was a . chromatographed first ovei ■»» v } as 
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v-# MsSa L2 (S V hydr0Xy ' * ^ ~ ~ . 10 m , of tetrahydrofuran and 5 ml of 

bromide (zw ^9' ^^thdiemyl ether. The extracts were vrasrieuw evaporated, 
eluant, then on sOlca gel with ethyl acetate/ne 

18 
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^^^^^^^ 
2.16 mol) prepaid according to ^^teSte 5 ^ 

and 0.5 ml ^^ m ^^aSd, evaporated, and ^^^^Tent was evaporated, 
withethyl «^™ e methane!, and stirred at 

ethyl acetate, hexane. methanol, and acenc 
185 mg (25%). 



1^. 2 !«-2.86(m,4H).1.16-1.74(m.12H). 
EXAMPLE 5 

^■^art)omet^ phenYtthio)-3j 



20 
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ffuo5.76(m, 12H). 



45 



EXAMPLE! 

preparation of 
acid 



^narhOXV^H^iethOX 



rioroptonlc 



^^^^^^ 



55 
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benzoate (625 mg f^^^dS^ in diethy. ether, ^-fj* treated with 1«J 

and then evaporated.^e^^ 9 ^ fesWue ^ dlssoW^ '"^ ^ ^ 

layer was dried, and the solvent re ™* 2 houR5 , and poured into 0.5 NM "J" ^ resid ue was 

(«) - 



[pr opionic acid 



30 



35 



20 




(a) Mel 



2 hvdroxY-3-(4^g ^ ^ytbenzoate 
fi nued 45 minutes, and the reachon v^oo was diraM^ 1 ^ „ hexane (1 : 4) 



1.76(m. 12H). 



fft-phPn yioctvQphen 



ionic add. 




%4.9Hz.1H).4^0(d.J=4.9Hz.1H). 
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a, nrnr(CDCIs).4-9<H d ' (< | -^yi^m ploric add. 

^7M^a^!^ SSB£SSl&SSSS: ^ for the preparation of 

1H)l 3 ^^nte?SJng was ^^phenyllproplon.c acd . 




40 



50 



<a>Metnyl24rv^^ "TTLhanol (10 ml) containing 2ft 
^^~^^^T\^f722 mg. 2 mmol) was dissolved in ™^ ne (1 . 68 ml. 12 mmoi) 
The compound of Example 1«2*"* on at room temperature. Tne^yia v ftg reaction 

v^sflash chromatographed on 80 gra 

product * — :J 



55 
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P^r^tinn of 2-Methoxv^ I* Mi -J--—— 
add 

^^^^^^ 

The compound for Examp* ^ w w nmr {CO Ck) • 
1H), 3.90 (s. 3H), 3.85(s, 3H). 3.7A ^ .u^^^tohenyllpropjonlcacld 



f5 



(b) g^Aettio^^^^S^SS^^ oiepar atlon of the compound des- 

a, ^3.86(s.3H).3.42(s.3H). 




„ ^h„vvnhenvtmethytmiol^ f2 - (S - phe! ^ 1 " " 
(a) M^»2iX*ox^^ 



(^Mem^^^^^^ . ,^ a nd191gm(12.4nimol)ofp- 

?20.1-82(m.12H)- 



50 
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EXAMPLES 



p c:g2 gttan of 2'Hy&GXj$£2B 
/oa 9 UndecylojwbeisWehY^ , ^ petroleum ether, in sieve 



10 



f5 



20 



25 



, (3 ^ rb owpheni«^^ 



lorfr2 ^ode<^oxyphenyt)^»^°T " — | o)pr optonic acid , 
2-Hydroxy^^^^ 

2-Hydroxy-M5-hy*<W acW ; 



40 



45 



si-r^- — — 

dehyde. 
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55 



Pinpnniti^ nnf2 " n Y qru y - 

rt Z-KS^henjlh^^ „ . . tetraM rofuran (5 ml) was reduced^ with 

rfibarana intetrahydrofuranCM ^„ d ^rtonteWbroinkle ^^2L solution wassthred for 
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: C,80.82;H.7.85.Found:C,80. 6 2;H,7.72. 



•it- _\- ~«ninnift add 

ppftnyimiumi^K— 



Analysis for C^O*: Calculated 
<b)2£; 



ethodsofExampleKOthrough^thecompoun 

6 . mAthQds described above from the 

to the desired product acoolding to the general method 



;and 




i_ ^thfiwithioVbenzoJcacia 
-repae!*^^ 1 K ram ide(25g,0.009mde)a re dissolved 

in dimetnyHbnnamide £0 mOand »j«W ls complete ^^"SbyJtochloricacid, extracted 




' — * _ . . n , . . 78 „, 0.135 mole) in ethyl acetare v > ton , s 

9 ^^H 0 „vfl.2.3^poxypropjonate 



4)toX&2£*g^ ^Tl^ther (25 ml) and the solution is stirred 

24 
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product 



to 



15 




20 



25 



" , 4 oxo-8 , a 

(a) EMZ»^^ ' . tA a \ ln anhydrous dimethylformamide 

ness in vacuo. The res p^^^arboxytete 

. _.J All.* J 



as (d)Meth£2; 
propionate 



was 

acid. 
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-i " „ «, aau eous NaOH in an analagous manner to that for 

«• compound of Example 4. 13 or 14 «co 
orexcipient ^ 
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Claims u nP _. FR.GB.IT. ULU.NL.SE 



15 



wherein 

qis0,1,<*2; 
R.teO.MCHaJb-COc-M 

aisOorl; 



30 



35 



aisOorl; . 
bis3to14; . ^ l a nd T are not sulfur when q is i 

r and A are independently select 
YisCORsor 



^NH.ary.oxy.or^ancoxy; 
orF;and 

ZisCORa-ortetrazolyl. 

is -^) d "« 
*6 



so 



55 



„rc alkylatanypointwhendlsnotO; 
^andReareindependenttyhydrogenor „ or 

< is0to6: k or hetercar/1 ring selected phenyl, PY**- 
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or 




CO-H 
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6 V is H C^alkyi. COR,, S0 3 H.SO 2 H. 

C and D are »»^S£Z*fi or Cw**»" 



D 




B 



(III) 



A ^Kanrnceutically acceptable salt 

a „d d are as defined in Caim 1. or a pharmaceau 




45 



s-(CH 2 ) d — 



^<pco 2 : 



co 2 h 



(IIIA) 



so wherein . 
XisOH.H,orOCH 3 , 



,,.2-oraphan^ceuticaiiy acceptable sait^of. 
defined in daim 2 , or a pre* 



disOorl ;and 

p R A.andCareasaeuiw«»' — 
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nic acid ; 

; acid ; 



^vL?U4^^xy-2^ethoxyphenylmem^^ aad . 



;aaa; 



6. A compound of Claim 1 rep 

C 



10 




(0) q S-{CH 2 la \J^/ 8 



(CH-)_COOH 
A 

(ajacompoundofthefotmula: 



40 




A 



(b)acompound for the formula: 
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(CH 2 ) m -co 2 R u 



28 



r.HfOHHCHskCOzH; 

(c) a compound of the formu,*: 
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a,^, to fonn compounds wherein Yi 



10 




« p and R-> are as defined in daim 1 toform 

wherein Ri and Rjare » 
(d ) a compound of the formula. 



20 




1 

connpoundswhereinYisCCH^H^nd 



o 2 *io 
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p toformcoinpoiindswhetein 
SB 

wh tisf>MC^-(r)c-M 

SS5S5.— — t.— — 

— — 

' 29 
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fs 8 

- (CH 2 > d CO* 12 
p(CH 2 ) p COR l3 



« SH 

n /l, ^CH(CH 2 ) p C0 2 R 1 3 {xv) 
X 



pHS-phenyloctyDphenyilpropJonate; env , meth ylthio)*I2-(8-phenyloctyl)phenyl]p«opionate ; or 

rienes are a factor. 

Claims for th« followlafl cwttracHno. State : ES 



50 



wherein 

qis0,1,or2; 
R^isO-MCH^-me-M 
aisOoH ; 
b is 3 to 14 ; 



cfeOorl;' , fc rtWflenorC H 2 with the provi^ 

L and T are independently sulfur, oxygen, or CH 2 wnn m p. 

30 



10 
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YisCORsOr 



(Oi) n <CH 2 ) p -Z 



15 



S isOH. NH 2 . aryloxy, or alkoxy ; 
nisOorl ; 

S, 1 OKC 1 .a l ky..C^a l koxy.orF; a nd 
ZisCOR3,ortetrazolyl; 



30 



35 



40 



45 



50 



*6 



^.d«»B,ao.o ; «wi s <«..« 




or 



c wicH c a alky! COR3, S0 3 H, S0 2 H, 

S!S^HsS=, 

C and D are independentty s^ecieu a kyICO-; annm nriatelv protected sub- 

,U ^t«S^Se^Sw hteh comprises reacts an appropnate«y pr 

(a) a compound of the formula- 



31 
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I 

A "1 

Y is C0 2 H or CH(Ri2)C02H ; 
(b) a compound of the formula : 

A 1 

. r is lower alkyl, to form compounds wherein Y is 

defined above, and Rn « lower 



wherein Ri, R2 and m are as 
CH(OH)(CH2) ro C02H; 
25 (c) a compound of the formula 



45 



50 



55 




(d) a compound of the formula: 




saw— rr=== 

32 
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T'S - " ^Snh^nvnoroDionic acid. „ la tmM to qive 2(S)-methoxy- 

mo>M2n3-P'- n ^^'P_ -herein the erythro mixture or a.a 5 ««u,. - 



9.A| 



20 



25 



30 



wherein 

qte0,1,or2; 
R t is(L).-(CH2)b-CDc-M 

•Si'—.——"— : — 

R 2 and A are independently selected from H, CF* u« 

or Ri and A are Hand . a h T and M are as defined above ; 

R 2 is (LMCH^-OVM wherem a. b, C U T. 

YisCORsor 

(Oi) a (CH 2 ) p -Z • 



40 



55 



wherein oi . ^ YV . 

R 3 is OH, NH 2 , aryloxy, or C« alkoxy , 

nisOorl ; 

45 pisO f 1or2; 

XfeH.OH.d^alkyl.C^alkoxy. 

or F ; and 

ZisCOR^ortetrazolyl; 



R is -(C) d "W 
R 6 

^an^are.n.epende^M^enor^aMatanyPointwhendlsnotO; 
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10 



15 



substituted with B,C,orD;orWis one of 
O 




or 




B is-«pi 2 )p-V ■ 



COjH 



20 



25 



30 



35 



40 



45 



50 



55 



wherein „ , pn or C alkyl ; p Is 0 to 6 ; V is H. <^ ** SOaHl 

C and D are independently ^f^jT* £ ^CO-; 



S - (CH 2 ) d . C0R 12 
1 1 O 

n 



(XIV) 



alh&rtpresented by the fdiowing structural formuia (XV) 



(CH 2 ) p C0 2 R l3 (xv) 




an 



• » p r A. X and pare defined as above forfo^lapaV); 
jTaS'ttt iSH (XV) ^ an abating agent or MKhaei 

a^nSac^ugatedcarbony. group. 



to yield a compound of 
carbonyi compound, or 



34 
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Claims for the following Contracting State : GR 



_ R 



10 



(I) 



15 wherein 



qfeO f 1,or2; 
^IsdMCH^c-M 

a Is 0 or 1 ; 
bls3toU; 



20 



25 



si -.rrr^r 

or R, and A are Hand and M are as defined above ; 

R 2 is (LMCH2)b-CT)o-M where,n a, b. C L, T. 



Y Is COR3 or 



30 



(CT) n (CH 2 ) p -Z 



35 wherein olLnw . 

Ra is OH, NHi, aryloxy. or alkoxy . 

n is 0 or 1 ; 
pisO, 1or2; 

XteH.OH.C 1 -,alkyl.C 1 -»altoxy. 

4, orF;and 

Zis CORj.ortetrazolyl; 

R is -(C) d "W 
R5a ndRe ffl e.ndependen ttyh yd ro gen W C 1 ^Matanypo«ntw h endisno t O; 



50 



disTtol; , or Heteroaryi nng sdected ^ phen* pyndyi. or —ted or 

W is a six membered atyl or heteroaryi nng «=■ 
ruoltSwithB.C,or D: orWisoneof 



35 
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or 



B is-«p2)p- v 



wherein j _ „ c ^ alky , • p is 0 to 6 ; V is H. elky>, COt^. SO a H. SO.H, 

S£SS=|2Ss«-- : 



(a) a compound of the formula : 

Y is C0 2 H or CH(Ri2)C0 2 H ; 
(b) a compound of the formula : 

CH(OH)(CH2) m C0 2 H; 

(c) a compound of the formula : 



36 
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A 

A 1 

(d) a compound of the formula : 




sX f™«* «Ctota 1(b) w*»« n»W "i"Si^^^^ 



35 



40 



45 



50 




8 Apiocessforthepreparattonofaphamttceubca compos. g R ptor antag0 nist 



(I) 



wherein 
55 qisO, 1,or2; 



Rils(L) a -(CH2)b-(T)c-M 
aisOorl ; 
bte3to14; 

37 



10 
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• a,oH and Tare not sulfur when q is 1 

or Ri and A are Hand T and M are as defined above ; 

R 2 is (LWCM-M wherem a, b, C U T. and M are 

YisCORaor 

(Oi) n (CH 2 ) p -Z 



f5 wherein „.,,„ w . 

R 3 isOH,NH 2 .aryloxy.orCi^alkoxy, 

n is 0 or 1 ; 
Dis0.1or2; 

XisH,OH,C M alkyl.Cwalkoxy. 

20 orF;and 

ZisCORa-ortetrazolyl; 

R 5 

R is -CC) d -W 
r u bstilutedwithB,C,orD;orWlsoneof 



30 



40 



50 



55 



or 




B is-(«fH 2 ) p - v 



R 6 



wherein „ wC alky ,-pis0to6;VisH.CMalkyl,COR 3 .SO 3 H,SO 2 H. 



38 
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10 



15 



20 




(XIV) 



* ^ ♦u* ooter flmuo is H and the other is H or alkyl ; 
a W reputed by the flowing structural formula (XV) 

SH 




25 Formula (I). . th ^ gating agent Is an alkyl halide. 



35 R *V fS Tt / ^T H(CH 2 1 p C0 2 R l3 (XV) 



40 

wherein 

R, is (L) a -( CH 2)«>"( T )e" 

a is 0 or 1 
b is 3 to 14 ; 




50 



r 13 is d-e alkyl; 
pis0,1,or2;and 

phenyloctyI)phenyl]propionate ; 

40 



55 
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^^^^^^^^ 

5 Revindications 

MM M- '•* — — — 1 66 CH ' ^ * 

SE 

„ 1. Compost represent* par la tomle developpe (I) suivante : 



t5 



20 




(I) 



dans laquelle 
q est 0,1 ou2; 
R ie st(L)a<CH2)b-{r)o-M 
aestOoul ; 
best3a14; 



30 



35 



c est 0 ou 1 ; ou d . oxygfen e ou un radical CH 2 , sous reserve que L et 

L etTsont independamment un atome de s0 ^° u °^ 

T ne soient pas un atome de Lropenyle. fiirannyle, thienyle, cyclohexyle 

M est un radical alkyle en enC^ alkyle en C„. rn&hyithio ou 

ou phenyle facultativement monosubsbtue par Br, a, CF 3 , alcoxy 

trifluorom6thyithio ; . . w rp<i gikvieen 

YestCORsOU 



<CH) n (CH 2 )p-z, 

X 



40 



Oil 

R 3 est OH, NH 2 , aryloxy ou alcoxy en C,_« ; 
nestOoul ; 
45 P est0,1ou2; 

X est H, OH, alkyte en C^, alcoxy en ou F , et 
Z est COR3 ou tetrazolyle ; 

so R S it -(C) d -w 

*6 



55 



^ "h JK ousubstitue avec B, C ou D ; ou W est un de 



non substitue ou substitue 

40 



• 



EP 0 296 732 B1 



10 



15 



20 



25 



30 




ou 




B eat -(CH 2 ) p -V« 

r* 80 ** ■ — — — ^ 



(0) q S-(CH 2 ) d 



(IZX) 



C 



45 



50 



s-(ca 2 ) d — <'jJ 




C0 2 H 



(IIIA) 



55 



danslaquelle 

XestOaHouOCHs; 

raGW e < Sydfoxy-3.(2^art)Oxyph& 



deflnis dans la revendication 2 ; 
,ent acceptable decelui-ci. 



41 
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... ^ o'eN>wHrnyv-3CRH3<^xyph6nyimetnyiinio; ^^^ Anunnmoioniaue ; 

ac d^ = . 

Padde 2-Mroxy-M4^^^ ' 

^^Hii\nhknvnoroDionique ; ou 



C 



t5 



20 



<0> q S-<CH 2 fe \Jp/^B 

*2. 





JT ,(CH 2 ) p COOH 



(IV) 



25 



30 



35 



40 



45 



Hon d'un thiol substitu6 convenablement protege. K 



Q Uli UHW. 

(a)un compost deformule. 




1 L est un groupe labile choisi parmi 

quels Vest COaH ou CHfftdCQaH ; 
(b) un compost de formuie : 



55 
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10 



15 



20 



25 



CH 2 V C0 2 R il 




MetRnestun radical a«cyleinf6rieur. 
(c)un compose de formula: 




dans laqueBe Ri et R 2 so"* te,s que 
(d) un com) 

2*10 



30 



35 




40 



45 



, <*»r estungroupeprotedeur ester, 
f . dans ia revendication 1 et R*> esi un 9 
danslaqueBeR^tR**^ Mude4ouWementdetoutrnelanged«as- 

de r Snule developpee (XV) su-vanta . 
13. Compose represents par la reim 



(CH 2 ) p C0 2 R l3 (XV) 




danslaquelle 



55 



aestooul; 
best3a14; 



BP 0296 732 B1 



10 



15 



ou NH * ** . l ,» a**o\* ei-dessus ; 

R * a estun radical akyle en C w , 

p estO. 1 ou 2 ; et ^rcaDto-Ma^hertytoctyDphSnyllpro- 



20 



25 



* te est Het .'autre est Houun 

radical alkyie en Cm.*. fonner un thiol represent par la form 

pendammentunalkyieenC^pou 




iB.Procedeselon.arevend.cat.onlS.d „ ^ Michael est un compose caroonyie a, 



ide 

50 



55 
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(I) 



10 



15 



dans laquelle 
qest0,1ou2; 

aestOoul; 



20 



25 



30 



40 



aestOoul; 

best3a14; • M un radical CH* sous resecve que L 

^nyie^ementmonosubs^par ^ ^ ( ^ ^ 

^^^^^^••^ 

fr^sontHet ^^Maont^squed^cWeasus; 
R 2 est(U.-(CH 2 )b-Cr)c-M.oua.b.c.u, 

YestCORsOU 

I 

X 



£estOH.NH,a^oxyoua1coxyenC^: 
nestOoul ; 

« pest0,1ou2; a i«wvenC,_»ouF;et 
Zest COR, outetrazolyle; 



*6 



s-assassto-"*'-" - -'' 



55 



45 
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10 



15 



20 



25 



30 



35 



40 



45 



50 




OU 



B eat -(CH 2 ) p -V. 

*6 




C0 2 H 



aaSST" * H OH F CI Br « k *.-0--—— 

(a) un compose de formule . 



^ w, nn 1 L est un groupe labile choisi parmi 

C0 2 HouCH(Ri2)C02H; 
(b) un compose de formule : 



CH 2 ) B -C0 2 R u 



(c)un compose defomvute: 



et R„ est un radical alkyte inferieur, pour former 



55 



46 
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10 



15 



20 



25 



30 




des composes dans lesquels Y est 

(CH2)3p02H;et 
(d)uncompos6defortnute. 




, dessus et R 10 estun groups protecteur ester, pourformer 

^ roxy . M 4<arboxy-24ne*tWPh6^ y on feitr6agir |e ^ I ™^ (4 iarbomethoxyph6- 

^rt^e seton la revend,«bon 

et I'todomethane pour obtemr 1 acio lrans . M 2-(8.phenylocty0phenyn-2.3- 



7. Precede pourlaprr 
oudiluantpharmaceutiqu. 

8. Precede 



«. «S^<^H^^ =|aque1 le Produiteat^ns^ - — ■ v6hicule 



60 



55 




(I) 



dansiaquelle 



47 
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qest0,1ou2; 

aestOou 1 ; 
best3&14; 



10 



20 



so 



35 



40 



ou NH2 ; 
15 YestCORsOU 



so 



(CH)„(CH 2 ) p -Z, 
I 



^ est OH. NH 2 , aryloxy ou alcoxy en ; 
nestOoul ; 

riVoH 2 a«UenC 1 ..a 1 coxyenC 1 .ouF;et 
ZestCOR 3 out&razolyie; 



r est -<C) d -W 
I 

*6 




ou 



B eat -(CH 2 ) P - V ' 




*6 



d6finici-dessus; 

48 
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- mVH OH F CI Br.CFa.alkyleenC^alooxyenCM.m^hyltt'lo. 

CetDsont^^ 

Wfluo^thy.th.o NO, NH, NH^M^ ant 
^rr^^^-^^*" 



f5 8 

S - (CS 2 ) d C0R 12 

^l^TV^V^ R « 8 (XIV) 
«fS<CH 2 ) p CORl3 

^eOede^.XestO^ 



un 

20 SB 



50 



dans laquelle 
qest0,1ou2; 

aestOoul ; 
55 best3£14; 



b est 3 ^ 14 ; rH. sous reserve que L et 

c est 0 ou 1 ; f nn de soufre 0U d'oxygene ou un metal CH 2 . sous res 

49 
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SSSSS«SSS«SSS38SSSS 

s ouNH 2 ; 

YestCORgOU 

« 1 

X 



15 



S est OH, NH* aryloxy ou alooxy en ; 
nestOoul ; 
riVoH^UenC t ..a.cox y enC M c U F;et 

ZestCORsOutetrazolyle; 
20 B5 

r est -(C) d - W 
*4 



30 



35 



40 



45 



50 



55 




ou 



I* 

B «»t -(CH 2 ) p - v ' 
R 6 



sus avec . 
(a) un compos6 de formule : 
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10 



15 



25 



30 



35 



40 




. nn 1 i est un groupe labile choisi pamti 



COiHouC^RiJCC^H; 
(b)uncompos6deformule- 




CH 2 ) ro -C0 2 R U 



.. d r e tmsonttelsqued6finiscWessuset 



Rl1 est un radical alkyle inferieur, pourformer 



dans 

des composes 
(c) un comi 




— K, - » - * *» -* ■""*- "* 
(CHJ 3 C0 2 H ; et 
(d)un compose de formula. 

:o 2 r 10 



des composes dans lesquels Vest 




51 
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10 



15 



T.Proo^poo.lap.fc^o""*"" 00 ^ ... , 

ou diuant phanraoeolkiuo*. An compose * forooe 0). w «■ 




20 ^N^\/\ w (I) 



25 



35 



40 



dans laquelle 

q est 0,1 ou2; 
RtestCLMCH^b-CDc-M; 
aestOoul ; 
best3a14; 

T ne soient pas un atome de soufre k^J^ feopropenyie. furannyle, thienyle. cydohexyle 
M est un radica. alkyle en Om. ^^^arTaSS -Cm. *»«• « da, mW*» « 
ou phenyle fecultattvement monosubstrtue par Br. a, w,. 

trifluoromethylthio ; ^ M en c a icoxy en Cm, F, a, Br, I. OH. NOa 

R 2 et A sont choisis independamment parm. H. CF 3 . arayw 

ou nh 2 ; 
Y est COR3 ou 



(CH) n (CH2) p -Z, 
I 

45 X 



ou _ 
R3 est OH. NH 2 . aryloxy ou alcoxy en C,_« ; 

so nestOoul; 

pestO. 1ou2; = 
X est H. OH. alkyle en C-,. alcoxy en C-i ou r , et 
Z est CORa ou tetrazolyle ; 



55 



52 
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10 



15 



20 



25 



30 



40 



45 



R ect -(C) d -« 
*6 



t n atama tfhydrogfe ne ou un radical alkyle en C M lorsque d n'est pas 0 ; 
r rtR.sontindSpendammentunatomednyorogen 




ou 



B est -(CH z ) p - v « 
»6 





S - (CH2) d COR 12 



(XIV) 



un 



60 



55 



53 
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SH 



19 Pmcede selon la revendication 9, dans lequei w 



a,p- 



13. CompU represent* par la formule deve.opee (XV) suwante 



Insaturfe ou un f 




P<CH 2 ) p C0 2 R 13 (xv) 



dans laqueile 

aestOou 1 ; 
best3a14; 

J independent un a«oma de soufre ^ 9 ^^f«i th*ny.e, cyclohexy.e 

ou phenyie faoultativement monosubshtu6 avec Br, a. or 3 . 

trifluoromethylthio ; , M en c a icoxy en C,-,, F, CI, Br, I, OH, N0 2 

R 2 et Asont independamment chose parm. H, CF 3 , aiKyie 

ou NH2 ; 

ouRietAsontHet T et M sonttelsqued6finis ci-dessus; 

R 2 est (LMCH^^Oc-M, ou a, b, c. L, T et M som ^ 
R 13 est un radical alkyle en ; 
pestO.1 ou2;et 

^^se^a— 

Pi0n ?r^%u. est le 2 -„ y d ro xy*^^ 

Patentanspruche 

1. Verbindung derfolgenden Strukturformel (I) 



54 



EP 0 296 732 B1 



(I) 



10 



15 



in der 



20 



30 



35 



40 



45 



50 



q0,1oder2ist; * 
^(LMCH^c-Mbedeutet, 

a 0 oder 1 1st; 



R 2 und Aunabhangig ausgewahlts.nd aus h, w- 3 , m 
_ d ..nri a H sind und _ _ . 



oder Ri und AH sind und 

£ (L) 8 W-<T)c-M bedeutet wobei a, b, c U T und 
M wie vorstehend definiert sind ; 
25 YCORaoder 

(CH) n (CH 2 ) p -Z 
X 



nOoderl ist; 

p 0, 1 Oder 2 ist ; bedeutet ; und 

X H, OH, C,-»-Alkyl. C^-AiKOJQr o° e 
Z CORs oderTetrazolyl bedeutet ; 



?5 



R -(C) d -W bedeutet; 
R 6 



» « nHpr C ^-Alkyl in jedem Fall bedeuten. wenn d nicht 0 ist ; 
r, U nd Re unabhSngig Wasserstoff oder Cm Alky! j 

- 0 bte 6 ' St : nderHeteroarylring. ausgewahlt aus Phenyl. Pyridyi oderPynm-dyl. unsub- 

stituiert oder substituiert mit B. o ooer u 




oder 
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B "(CH 2 )p-V 



C und D unabhanglg S^lS^oZmDO---. 

Oder ein pharmazeufcch v ^" 0 ^'tdeXwurfom>al (...) 
2. Verbindung nach Anspruch 1 derfolgenaen ouu 



(O) S-(CH 2 ) d 




-qc: 



CH(CK 2 ) p 2 



(III) 



inder 

Salzdavon. 



R ,,^.B.C.D,,C i P.< 1 ^*^^^^' M 



3. Verbindung nach Anspruch 2, 



n^^ydro^-^^ 



^fvXdung nach Anspruch 2 der foigenden StruWurforme. (...A). 



S-(CH 2 ) d — 




COjH 



(IZIA) 



inder 



er 

X OH, H Oder OCH 3 bedeutet ; 
d R ?tAund : cte.nMspruch2de„nierts r ; 

_ ...^.<- < 4.. M nonh AnsDruch4, namiicn 



odereinpnannciicuuo 

5. Verbindung nach ^P^^ 4 ;"^^ hen ^ octy nphenynp«>pions§ure ; 
2-Hyd,oxy.3-(2^x^ 
2(S)-Hydroxy-3(RM2^^^^ 

2(S)-Hydtoxy-3(RM^^ ; 
2-Hyd ro xy-3-(3^^xyphen^ ; 

2*ydroxy^4-«^ 

56 
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^^^^^^ 




(o) q s-{CH 2 ia 

0 (IV) 



(CH-l.COOH 
I II 2p (IV) 



15 



20 



25 



30 



7.VerbindungnachAnsptuch6,namlich3H4^"' » 

? ^ioxv-3-(2-1luor^ib^ um fassend einer. pharma- 

*X ^!SLm zur Hernmung von ^^^^e^Vert.ndung nach Anspruch 
zeutischen Trlger Oder ein V ^^n 1 Sl^lam'" H^ptor-Antagonlstan. 

(a) einer Verbindung der Forme! 



35 



40 



45 



50 




. v, M u ~\*r c>KR«^CO,H darstellt ; 



bedeutetuna k 12 

in denen Y CC^H oder CH(R 12 )C0 2 H darstellt . 
(b) einer Verbindung der Formel 




CH 2 ) B -C0 2 R n 



55 



(c) einer Verbindung der Forme! 
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in der Rl und R 2 wie in Anspruch 1 definiert sind 
(CH^COzHbedeuletiund 
(d) eirter Verbindung der Formel 



I, wobei Verbindungen erhalten werden. in denen Y 



*f?«M«m *r«Q.n*» StakW™* (XV) 



sa 



(XV) 



in der 

R i (L).-(CH 2 ) b -<T)o-Mbedeutet f 

a 0 oder 1 ist; 
b3bis 14 ist; 



L^Tu'nabhlngig Schwefel. Setoff oder C^jten; und ge 

M Elfiity, Ethfnyl, Trffiuorrnethyl. Isopropenyl. ^rTrifluormethytthto. bedeutet; 

und A unabhSngig ausgewahlt smd aus H, Gi-» ». 



Oder 

R, und AH sind und , 
r! W-KCH^-mo-M bedeutet , wobe. a. b, c U T und 
M wie vorstehend definiert sind ; 
RwC^AIkyi bedeutet; 
p0,1oder2ist;und 



14, 



58 
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10 



20 



25 



30 




V 9 



Stt 



^H(CHj) p COR 13 



cefarrAfit H ist und der andere H oder 



is sa 



X 



40 



45 



50 



19.Verbindung nach einemderAnspnicw 
bei denen Leukotriene ein Faktor and. 
PatantanaprQch* «r Mgandan Vertragsstaat : ES 

,Ve*^ Z .He re ^ ng v.V^n fl e„der Wfl ende„S^^(0 




(I) 



in der 

q0.1oder2ist; 
R^LMCHJb-^-Mbedeutet, 

aOoderl 1st; 
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• 



20 



25 



30 



35 



40 



45 



Tails monuauuoMwiw — . - - 

R 2 und AunabhSngigausgewahltsind x 



oder 



R! und A H sind und . M . vorste hend defmiert sind ; 

R 2 OWPHArOVM bedeutet, wobei a. b, c, U T und m w 

YCORsoder 

10 (CB) n (CS 2 ) p -Z 

X 



* ^^oxycKierC^koxydarsteHt; 
nOoderl 1st; 



rKotc^C^koxyoderFbedeutet^nd 
Z COR 3 oder Tetrazolyl bedeutet ; 



?5 



r 

R -(C) d -W bedeutet; 



R 6 



^.^p ^AikvliniedemFallbedeuten,wenndn!chtOist; 
Rsund ReunabhangigWasserstoIf oderC-rAIKyi .njeaem 

d0bis6ist; ^ erH eteroarylring, a us g ewahltausPhenyl.F7ridyloderPyrimidyl.unsub. 




oder 




C0 2 H 



darstelit, 



f 5 

B -<CH 2 ) p -V 
*6 



55 bedeutet, wobei Alkyldarstelten,pObis6ist;VH,C 1 ^-AiM.C01^SOs l H, 
RsundR.ur*bhang^ 

SOaH, SCfcNH* COCHaOH. CHOHCIJOH od erre nz ray 1 c^AJkoxy. Methylth.o. Tn- 

C und D unabhangig ausgewahlt sind aus H. OH. F, CI, »r. u 9 . 1-r 



# 
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10 



15 



cnefiu y^w..- 

(a) einer Verbindung der Formei 



20 



25 



30 



35 



40 



45 



50 



55 



p6 



denen 



YCO^oderCH(R 12 )C0 4 Hdarstellt; 
(b) einer Verbindung der Formei 

R 2 v ^%X < Cl^ (CH 2 ) « , " C02Rl1 



ESKS53SKBK-. 

(c) einer Verbindung der Formei 



wobei Verbindungen erhai- 




. „ Ri - * * — — - - V " """" — ' V 
(CH^COzHbedeutetiund 

(d) einer Verbindung der Formei 



°2 R 10 



, Esterschutzgruppe bedeutet, wobei Verbin- 



, o irtrf r wtevorstehenddefiniertsindundRioeinel 



61 
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10 



15 



3^eJhrennachAnspru^ 
ft ylesterundp-Mercaptobe nZ oesaure^2^ydtoxy^ Na triurn-hydrid und Jodrnethan zu 

nipropionsauremethylester "mgeseH warden .we c "^' tonsaure um geselzt wird. 

6. Verfehren nach den AnsprOchen 2, 3oder4 ; w °^ d<|asVe ^fecheneinespharmazeutBchenTrS- 
R T^T^Herste« U ng einer Verbindung derfdgenden S«ruRtu rf orma. 0) 



(I) 



30 



inder 

qO, 1oder2ist; 
RagaKCHJb-CDc-Mbedeutet, 

35 a 0 oder 1 ist ; 
b3bis14ist; 



40 



b 3 bis 14 ist; 



45 



oder 

R-undAHsindund . 
£ (LMCH^c-M bedeutet, wobei a, b, c, U T und 
M wie vorstehend definiert sind ; 
YCORsOder 

(CH) n (CH 2 ) p -Z bedeutet, 
50 | 

X 



wobei 



55 



JoH, NH* Aryioxy oder C^AIkoxy darstellt ; 
nOoderl ist; 

^ V^Aicyl, C^oxy ode, F bedeutet ; und 

62 
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Z COR 3 oderTetrazolyl bedeutet ; 



r 

R -(C) d -W bedeutet; 
R 6 

t#vtofP .Aikvi i n jedem Fall bedeuten, wenn d nlcht 0 ist ; 
RsundReunabhSnglg WassetstoffoderC^-AlKyi mjeae 

dObisBtet; tema rrfrina ausgewanltaus Phenyl. PyridyloderPyrimidyl.unsub- 



Oder 




darstellt, 



^5 



B -(CH 2 ) p -V bedeutet, 
*6 



^dR,unabna„g^ 



?5 ? 
S - (CH 2 ) d COR!2 



(XIV) 
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Oder ein Alkin mft einer konjugierten Carbonylgruppe «L 



15 



20 



25 



Patentanspr Gch* fur folgenden Vertragsstaat : GR 

i.Verfahre^^^ 




(I) 



30 



inder 

q0, 1oder2ist; 
Ri (LMCH2) b -{T)c-M bedeutet, 
aOoderl ist; 
35 b 3 bis 14 ist; 



b3bis14ist; 

sind wenn q 1 oder 2 1st ; und CimaM j -rhienvl Cvdohexyi oder Phenyl, gegebenen- 

f (WJ Ethiny.. Trffluon^yi. Isopropen* ^S^ode^ 
falls monosubstituiert nut Br. O. JJ^*^ ^aR. C jAlkoxy, F, CI. Br, I, OH. N0 2 oder NH 2 . 
R 2 und A unabhangig ausgewahlt s«nd aus H, CP 9 . ^ 

oder 

R, und A H sind und fe vorstehend definiert sind ; 

R 2 (q^CH^e-M bedeutet. wobei a. b. c. L. T una m w« 

45 YCORjOder 

(CH) n (CH 2 ) p -Z bedeutet, 



50 



55 



fcOH. NH,. Aryloxy oder C^AIkoxy darstellt ; 
nOoderl ist; 

Z COR3 oder Tetrazolyl bedeutet ; 



64 
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I 

R = / C ) d _w bedeutet; 



~w r AIM in iedem Fall bedeuten, wenn d nicht 0 1st ; 
R« und R8 unabhangig Wasserstoff oder C^-AJkyl jcae 

d0bis6fet: n H e rHeteroarylring.ausge« 

W einen sechsgliedrigen ^;^ H ^S' ; ^ r w eine der Formeln 

„«....«.+ «rf«r subslituiert mit B, C oder D bedeutei , one 




oder 



darstellt, 



R 5 
I 

B -(CH 2 ) p -V bedeutet, 



r^unabbangigWasse^^^ 

C und D unabhangig ausgewahlt sin laus H. OH, F. 

fluormethylthio. NO* NH* I ^^^^^^es umfaBt die Umsefcung eines entspre- 
(a) einerVerbindung derFormel 




Y C0 2 H oder CH(Ri2)C0 2 H darstellt ; 
(b) einerVerbindung der Forme! 
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10 




CH 2 )*- C0 2 R 11 



inderR,R 2 und^^^ 

ten werden, in denen Y CH(OH)(CH2) m C0 2 H bedeutet ; 
(c) elner Verbindung der Formel 



15 



20 



30 



35 



40 



45 



50 



55 




h 

in der R, und R 2 wie vorstehend definiert sind. wobei Verbindungen erhalten werden. in denen Y 
25 (CHzfeCOaH bedeutet ; und 



(d) einer Verbindung der Formel 




°2 R 10 



i„ der und R 2 wie vorstehend definiert s.nd und R 10 eine Este^chutzgruppe bedeutet. wobei Verbin- 
West* -ml p-Me^P**™*"**" »• « !*£--» « 
sen ofcretaes Verona*.** ™< etoVeftMung ^"^^V^toctonT,*. 
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(i) 



10 



in der 



q0,1 oder 2 ist; 
R 1 (LMCH^-COc-Mbedeutet, 

a 0 oder 1 ist ; 

Sy^onosubsBuiertmttBr, c JUxy. F, a, Br, », OH, NO.oder NH, 

R 2 und Aunabhangig ausgewahltsmd aus H, u» 
oderR,undAHsindund 

£ (L) a l(CH 2 ) b -(T)c-M bedeutet wobe. a. b. c. L, T und 
M wie vorstehend definiert smd ; 
25 YCORsOder 

(CH) n (CH 2 ) p -Z bedeutet, 
X 



20 



30 



r^OH, NH* Aryloxy oder C^Alkoxy darstellt ; 
nOoderl ist; 

35 P xVotc^M.C^«coxyoderFbedeutet;und 
Z COR 3 Oder Tetrazoly! bedeutet ; 

T 5 

40 R -(C) d -W bedeutet; 

*6 



45 



50 



55 




oder 
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darstellt 



B -(CH 2 ) p -V bedeutet, 



C und D unabhangig ausgewahlt sind aus H. OH, F, a, Br, w- 3 , ^1-* 

fluoiroethylthio, N0 2 , NH* NHC^-Alkyl oderC^-AlkylCO-; 

Oder eines pharrnazeutisch vertraglichen Salzes davon, "mfas^nd 

(a) Umsetzung einerstarken Base mit einerVerbindung derfblgenden Struklurformel (XIV) 




(XIV) 



SH 



^-^J^f (CH 2»p C0 2 R 13 (XV) 

A 

oder ein Alkln mit einer konjugierten Carbonylgruppe et 
13. Verblndung derfolgenden Stnikturformel (XV) 



SH 



in der 

68 
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15 



20 



25 



Ri (LWCH^-COc-M bedeutet. 
aOoderl ist; 
b 3 bis 14 ist; 
cOoderl ist; 



[un^T unabningig Schwefel. Sauerst off ^^^J^"^^ oder Phenyl, gegebenen- 

M C^Ky., ^iny., Triflucrme^y.. £pm£* ^^^^^M*, bedeutet; 

falls monosubstituiert mlt Br. a. CF* C^-Mkoxy, c,-, j oder NH 2 ; 

R 2 undAunabhangigausgewahltsind aU sH.CF 3 .C^-AlM.Cw-Alko X y.F.O..Br. v* 



oder 

,o R, und AH sind und 

R 2 (LMCHzfc-CTVM bedeutet, wobe. a, b, c L, T und 
M wie vorstehend definiert sind ; 
RwC^AIkyl bedeutet; 
p 0,1 oder 2 ist; und 



nach Anspruch 13, namiich 2 .Hydroxy-3- m er^^ 
sauremethylester. 

^dW^uor^rbornethoxyphenylmeth^ phenyll-propionsiuremethyles- 



30 



35 



40 



45 



50 
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